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1, Peter V. Danenberg, Ph.D, hereby declare as follows: 

1 . I am Professor of Biochemistry and Molecular Biology at the Keck School of 
Medicine of the University of Southern California and member of the USC/Norris Cancer 
Center. 1 have been studying the correlation between genomic polymorphisms and therapeutic 
responsiveness of patients to various treatment modalities for over 10 years. My curriculum 
vitae is attached as Exhibit A. 

2. I have collaborated with Dr. Heinz-Josef Lenz who is a co- inventor of the above- 
identified patent application. Dr. Lenz and I are affiliated with the assignee of the above- 
identified application, namely the University of Southern California. 



Sir: 
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3* 1 have read the specification of the above-identified patent application, I have also 
read the Office Action issued January 27, 2006 by the United States Patent and Trademark Office 
("U.S. Patent Office*') and the claims currently under examination of this application and the 
subject of the January 27, 2006 Office Action. J disagree with the opinions of the U.S. Patent 
Office regarding the teachings of the references cited against the patentability of the pending 
claims for the reasons set forth below. 

4. It is my understanding that the U. S. Patent Office has opined that the invention as 
set forth in the currently pending claims would have been obvious to one of ordinary skill in the 
art in view of the teachings of several scientific articles. One of the scientific articles relied upon 
by the U.S. Patent Office is Horie, et al. Celt Structure and Function, 20:191-197 (1995) 
("Horie"). I have read the Horie reference and disagree with the Patent Office's characterization 
of the teachings of this reference. 

5. It is my opinion that Horie teaches that a polymorphism exists in the 5' UTR of 
the thymidylatc synthase (TS) gene. Horie notes that this polymorphism may influence rnRNA 
expression levels transcribed from the TS gene. It is my opinion that Horie does not attempt to 
correlate the existence or absence of the polymorphism with a patient's sensitivity to any 
therapeutic regime. In fact, Horie states that the polymorphism is found in normal individuals 
and therefore may not be related to any abnormal physical condition. Horie does not provide any 
guidance regarding analyzing the polymorphism in the context of sensitivity to a specific 
therapeutic regime. Additionally, the system employed by and reported in Horie is very different 
from the system described in the specification of the above-identified patent application. Horie 
uses an artificial system involving in vitro analysis of cells grown in a Petri dish and therefore 
does not represent cells in their native environment in the body of a patient, 

6. The studies reported in Horie determined expression levels of the TS gene using 
the CAT reporter gene. The specification and pending claims are directed to the levels of mRNA 
expression isolated from patients and how these levels correlated to the polymorphisms. 
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7. It is my opinion that one of skill in the art would not interpret the Horie reference 
as a teaching that polymorphisms in the 5' UTR region of the TS gene could be predictive of 
therapeutic outcome and/or responsiveness to various therapeutic regimes. 

8. I also understand that the U.S. Patent Office cited additional scientific articles 
that, when combined with Horie, allegedly would lead one of skill in the art to the invention of 
the currently pending claims. I understand that the article by Leichman f et al M 1 Clin. Oncol 
15:3223-3229 (1997) is alleged to indicate that TS expression is linked to response to treatment 
with 5-FU. I disagree because in my opinion, the study reported in this reference only relies on 
the overall expression level of TS in tumor cells the expression level of which may be unrelated 
to the 5* UTR polymorphism* 

9. The U.S. Patent Office also cited Howells, et ah, Clinical Cancer Res., 4:2439- 
2445 (1998) and Govindarajan, et al, Proa Accu. Meet. Am, Soc. Clin. OncoU 17:A2178 (1998), 
as teaching methods for screening for sensitivity to chemotherapeutic drugs by determining the 
genotype of a prc-selected gene from normal blood samples and correlating gene expression to 
sensitivity to the chemotherapeutic drug. However, neither Howells or Govindarajan report on 
determining the presence of a polymorphism in the 5' UTR region of the TS gene and one of skill 
in the art could not predict, based on these references, that a polymorphism in the 5' UTR of the 
TS gene isolated from non-tumor samples would correlate with expression in a pathological cell 
isolated from an unhealthy individual. Both Howells and Govindarajan involve analysis of the 
GST family of genes and do not discuss polymorphisms in the TS gene. 

1 0. Therefore, it is my opinion that based on the references cited by the U.S. Patent 
Office in the January 27, 2006 Office Action, it would not have been obvious to one of ordinary 
skill in the art to screen for the claimed polymorphism in the 5' UTR region of the TS gene and 
correlate the results to sensitivity and/or responsiveness to a particular therapeutic regimen. 

11. I hereby disclose that all statements made herein of my own knowledge are true, 
and that all statements made on information and belief are believed to be true; and further that 
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these statements are made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under § 1 001 of Title 1 8 of the United States 
Code and that such willful false statements may jeopardize the validity of the application or any 
patent that is issued thereon. 

/y A 7 

Dated 7 7 
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